Acute hypertriglyceridaemic pancreatitis in a pregnant Indian: a new lipoprotein lipase gene mutation C G Murugasu MD FRCPI1 G Armstrong MB BS2 G Creedon BSc3 J S Cavanna PhD BSc2 D J Galton DSc FRCP2 G H Tomkin MD FRCP1 J R Soc Med 1998;91: [205] [206] [207] Acute pancreatitis in pregnancy is a rare condition that carries substantial risks to mother and fetus. The most common aetiology is cholelithiasis but an occasional precipitant is severe hypertriglyceridaemia. The mechanism that links hypertriglyceridaemia to acute pancreatitis is not well understood.
CASE HISTORY
A 21-year-old primigravida of North Indian origin was seen in the 16th week of gestation with a 24-hour history of severe epigastric pain and vomiting. Serum amylase on admission was 390 lU/L (normal <90). Blood samples taken in the casualty department were grossly lipaemic. Serum triglycerides and total cholesterol were greatly raised at 25.0 (0.5-1.7) and 11.8 (3.9-5.7)mmol/L respectively. Eight weeks previously the patient had been admitted to hospital with similar symptoms, diagnosed as acute gastritis; and at the age of 20, while living in India, she had been admitted with unexplained abdominal pain. Serum amylase was normal on both occasions. Before this there was no history of abdominal complaints. She was a vegetarian who neither smoked nor drank alcohol and took no medications. There was consanguinity in the family: her father and mother were first cousins.
On admission her blood pressure was 120/60mmHg and urine tests for protein and glucose were negative. She was of slight build with a body mass index of 21 kg/sqm. Examination revealed no hepatosplenomegaly, eruptive xanthomata or lipaemia retinalis. Ultrasound showed a normal fetus; the pancreas was oedematous but no gallstones were detected. She made an uncomplicated recovery on conservative therapy and began strict dietary fat restriction of less than 30 g/day. At 28 weeks' gestation serum triglycerides remained high at 29.6 mmol/L ( Table 1 ). Serum total cholesterol was 9.8 mmol/L and ultracentrifugal analysis showed that the cholesterol within the chylomicron plus very-low-density lipoprotein (VLDL) fraction [9.2 mmol/L] accounted for most of this. Later analysis showed that in fact most of this total cholesterol was contained in the chylomicron fraction, VLDL cholesterol being normal (0.9 mmol/L). Mutations of the LPL gene ( Figure 1 ) may result in partial or more rarely complete LPL deficiency. Complete deficiency usually but not invariably presents in childhood with hyperchylomicronaemia, eruptive xanthomatosis and recurrent pancreatitis4. The patient described here had severe LPL deficiency due to a homozygous mutation of the LPL gene. The consanguinity in her family is an important feature of this autosomal recessive condition. This case demonstrates several atypical features of the condition in particular, late age of presentation. The gross hypertriglyceridaemia and very low LPL activities recorded during pregnancy and very early post-partum indicated severe LPL deficiency. Homozygous mutations of the LPL gene usually result in a severe clinical phenotype, so it is surprising that the condition showed itself so late.
Although there are no baseline studies for comparison in our patient, the mild clinical expression before pregnancy strongly suggests that significant functional activity of the enzyme was present in the non-pregnant state. Our patient's ethnic origin and dietary habit may be relevant. Not all homozygous LPL mutations result in complete LPL deficiency. Ma Cys264-+Tyr mutation may influence the clinical phenotype differently from other homozygous mutations of the LPL gene. In the 23 other published cases of hyperlipidaemic gestational pancreatitis that we have identified, there was substantial maternal morbidity with one maternal death. There were 6 fetal deaths in 29 pregnancies and the rate of pre-term labour was high. The novel mutation, Cys264--Tyr, resulted in severe LPL deficiency in pregnancy. This cysteine residue may therefore be important in maintaining LPL structure and function. Lupus erythematosus profundus, also known as lupus erythematosus panniculitis, is characterized histologically by chronic periadnexal and perivascular inflammation deep in the dermis which extends into subcutaneous fat, often with no overlying epidermal abnormality. Clinically this presents as subcutaneous nodules and plaques. It is extremely rare in childhood and because of this the diagnosis can be delayed or even missed, particularly if it occurs without the typical rash.
A 9-year-old Pakistani boy who was previously well was seen in the accident and emergency department in November 1995 with cervical lymphadenopathy. He was treated with antibiotics but the lymphadenopathy persisted and he returned four months later with swollen lips. He was then referred to the maxillofacial surgeons who removed several grossly carious teeth and treated a presumed infection of his remaining teeth with further antibiotics. At this time a history of weight loss and sweating was noted, along with an erythematous scaly eruption overlying the left side of his lip and jaw. He did not improve and returned in September. On clinical examination he was afebrile, on the third centile for height and weight with a patchy erythematous eruption with follicular plugging affecting the right cheek, upper lip, left side of the chin and left upper arm. On the face the rash was overlying a nontender, woody swelling; a 3 cm patch of alopecia with scaling and erythema was noted over the left parietal region.
He was mildly neutropenic (1.7 x 109/L), erythrocyte sedimentation rate was 17 mm/h and C-reactive protein was normal. Autoantibody screen was negative apart from a positive antinuclear antibody of 1:40. Complement levels were normal but IgG was raised at 20.5 g/L (normal range 5.4-16. 1). A Mantoux test was negative and serum angiotensin converting enzyme was within the normal range. A computed tomographic scan revealed soft-tissue swelling over the right maxilla, and histological examination of a cervical lymph node showed reactive hyperplasia only. Biopsy specimens of the lip, scalp and cheek showed an atrophic epidermis with slight basal cell hydropic degeneration and follicular plugging. There was pigmentary incontinence with scarring in the dermis. Hyalization was evident in the basement membrane of adnexal structures and severe chronic inflammation in periadnexal, perivascular and perineural locations extended into subcutaneous fat. In addition the lip biopsy showed patchy chronic inflammation in a salivary gland. On direct immunofluorescence examination there was deposition of IgM, C3 and IgA along the dermo-epidermal junction. These changes were consistent with a diagnosis of discoid lupus erythematosus with lupus profundus. 
